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We, Dslaiakdb SA of 32 Rue Henri- 
Result, Courberoie, Hauts-de-Seinc, France; 
a French body corporate do hereby declare 
the invention, lor which we pray that a patent 
may be granted to us, and the method by 
winch it is to be performed, to be particularly 
described in and by the following sttamumt: — 
The present invention concerns, as new 
industrial products having a thenpeuric act- 
ivity, compounds co r re spon ding to the general 
formula t 

R , » 

Ar— OK— CHr-N< 

a 

in whkh Ar rtamm ts a cydohexyl radical, 
a phenyl or naphthyl radical, whkh radical if 
dotted, may be substituted by one or mote 
amino or nitro groups, bakapm atoms, hy- 
droxy groups or olkcxy radicals having 1 or 2 
carbon atoms, or a thienyl, furyt, quinolyJ, 
benrimidarolyl, pyridyi, pyrarinyt, pyrimt- 
dirndl, qmtsoacalinyi or pyridarinyl radical 
k rep re sents a saturated or imsaturstsd, 
linear or branched chain aliphatic radica l hav- 
ing 1 — 5 carbon atoms, whkh radical if do- 
shed, may be substituted by an ethoxy, di- 
methyl-amino or hydroxy group, 

R' and R" each rep re sent a hydrogen item 
or an aliphatic radical having 1 — 3 carbon 
atoms, or R' and R" together with die nitro- 
gen atom may form a heterocyclic radical 
such as a piperidine, morpholine or pyrrol!- 
din© radical 

According to the present invention, the pro- 
cess for the preparation of the compounds of 
the general formula { 1 ) is characterised in that 



the corresponding amides of the general 5$ 
formula: 

R' 

Ar--CH---CO-— N< , 

A 

in whkh Ar, R, R' and R" are as defined in 
formula (i), are reduced by the action of a 
double hvdride cf lithium of by catalytic hy- 40 
drogemrioa and the desired compounds are 
adjected by usual means. 

Hie process for the pr e pa ration of the cor- 
responding amides of the general formula: 

R' 

Ar--CH— CO-’N^ 45 

A 

in whkh Ar, R, R' and R" art as defined in 
formula (1% is characterised in that an add 
of the general formula: 

( 2 ) 

An— CH — COOH 



m which Ar and R art os defined as fonnult 
(1), is reacted with a chlorinating agent suds 
as thienyl chloride in order to obtain dm cor- 
responding add chloride, whkh add chloride 
is then reacted with an amine cf the general 
formula: 

( 5 ) 

W 

HN< 




in which Rf and R" are at defined b fannuia 
(1), and the desired compound thereby ob- 
tained is collected by usual means, such as 
evaporation of the advent and rccryswilisa- 
5 tioa 

Preferably, the various phases of the pro- 
cess for the reparation of the corresponding 
amides arc effected in a suitable organic sol- 
vent such as benzene, the chlorination re- 
10 action is carried out at the reflux tempera- 
ture of the reaction medium, whilst the arnica- 
ticn reaction is carried out at a temperature 
between —10° C and 4T0 D C, more pre- 
fcrah!yO°G 

15 The odd of the general formula (2) may 
be prepared other by alkylation of an add 
of the general formula: 

(4) 

Ar — CH. — COOH 

with an alkyl halide of the general formula; 

(5) 

20 Hal— R 

In which Ar and R are as defined in formula 
(1), and Hal r e pr ese n ts a halogen atom, the re- 
action being carried out in Squid ammonia 
nr benzene aid In the pre senc e of sadamide 
25 and at the boiling temperature of the reaction 
medium, or bv alkylation of a mmJe of the 
general formula: 

(6) 

Ar— CH;r-Ce*N 

in which Ar is as defined In formula (IX by 
30 the process described for alkylation of the acid 
of dbe general formula (4) in order to obtain 
a substituted nitrile of the general formula: 



AiwCH-OssX 

1 

R 

In which Ar and R are as defined hi formula 
35 (l y \ which is then hydrolysed according to 
conventional processes* 

The corresponding amides may aim be 
fueled by alkylating an amide of the gen- 

m 

R' 

40 Aiw^ 2 ~C0— N< 

R" 

in which Ar, R' and R" art as defined in 
formula (!), with an alkyl halide of the gen- 
eral formula (5) by the above-mentioned pro- 
cess or with a mixed organomagnesium com- 
45 pound of suitable formula* 

According to a further embodiment of the 
present invention, the compounds of the gen- 
eral formula (1) may also be prepared from ni- 
triles of formula (7) which are reduced with a 
50 double lithium and aluminium hydride, or by 



catalytic hydrogenation so is to obtain the 
corresponding primary amine whkh is then 
alkylated on the nitrogen atom with an alkyl 
halide of the g ene ral fomnilm: 

( 9 ) 

Hal— R' or Hal— R" 55 



in which R' and R" are as defined in fonnula 
(IX and Hal represents a halogen atom, or 
when R' and R'* ate CH 3 by the action of a 
fotmaldchyde-fotmk add mixture 
In a parrinihr method, given by way of ex- 
ample only, the amines of formula (1) m which 
Ar is a heterocyclic radical may be prepared 
either by the Aunnkh reaction on derivatives 
of the general formula: 

( 10 ) 

Ar—CHa— R 

in whkh Ar is a heterocyclic radical and R 



formula (5) on the carbon atom in the <r- 70 
position with respect to the heterocyclic radi- 
cal of a n amine of the general f ormu la : 

(U> 

R # 

A»wCH 1 _CH r -^< 

R" 

in whkh Ar is a heterocyclic radical, and R' 
and R" are as defined in formula fl> 75 

Since the compounds of general formula 
(1) are toes, the present invention also con- 
cerns the salts they yield with mineral or 
organic adds* 

According to the present invention, these SO 
salts are prepared by the action of selected 
adds on the corresponding base by conven- 
tional means* 

The present invention will be further des- 
cribed with reference to die following non- $5 
limitative Example. Examples I to V re- 
late to the preparation of the c o r r espon ding 
amides from whkh the amines of the present 
invention are prepared. 

Example I 90 

N, K-dimcthyl - 5 - methyl - 2 - cr - naphthyl 
pcntanamlde. 

According to the schematic process 

R' 

ArwCH— CdOH^ArwCH^a>N< 

i • i, 

a) 3 - methyl - 2 - <* - naphthyl pentanok 95 
add was first prepared by the process 

Ax Oli COOH-*Ar-jCU COOH, 
as follows: 




A ixffjttftsifia cf sodamfefe (I me I) It p 
pxrcd Id Uq^ld ammock, ted 05 moi of 
a-tuphilrrl acetic add b tided itarta After 
hall to tbotxr (Ia after m creit£e <otajr»tico 
la dbtmlotd), OS mol of atoxjdUr; butyl bro- 
mide is t i de d The aaxttax u left osier 
rdfat for 2 boon. After erqicnijca of the 
t nra a ou tod bjdrolplj, mractioa Is effected 
with other. 

The add obtained k apanttd by iJistOJa- 
da a. 

Bjrt/O.l am H$ m IIP C rield « 83%. 
b) then the AeUrcd compound U, N’dlmttJtyW 
I * methyl - 2 - a - cagpfethyl pootintaidt is 
prepared os follows: 

2J22 mob of fhloayi chloride tie added to a 
botzme sohsios (ICO ml) of 0,13 tad of the 
«dd (bet prepared After ote hour raster re- 
flex, orry cccesa thfeoyf chlorite is moored, 

Tnco a haattae sotstioa (600 raO of the 
*dd thfarite that pr q pi rad i$ adted to • 



mhirita, coded to 0° Q of dfarwhytemf* 0 
isc6) In tttbydroti ether. After tmiowxu £n 
witef, the orpaic phase is wished wfcb dStse 
mda. By esnpcratsfeti «f the b cnxmr , * reddac 
b obtained wllcfa i* the desired product cod is 
cmteUbed torn UopmpfX ether: 
him. « 110° — ia*'.C (yield « 82%). 
Aeriywi ** C,,H n K 0 
N% caicobted S JXK found 521 
Certain campotmdi of the general formula: 



i 



In which Ar, & K* aod W* m as defined (a 
forma U (IV end which were prepared by the 
aboycHtncoticocd poem are ihwo hi Table 
l 





























EkamHd IL 

KH - dircthyl - 2 - (4 - t&aqphenjl - 4* 
methyl pccuramlde. 

*) FwiL 2 - (4 - ehtompbeoyl) - 4 ~ methyl 
$ paxnaoU add H prepared iccordtaj; to the 
schematic pg p cem 

Ar <31, A/ QUCN«>A| CH coon 

l t 

is ton out: 

An <ti^r wJutba of 4 * Abrspbenyl tew 
10 tooitiUc (CU tool) U added to 4 suipera&m cf 
02 raal sodimMe to UQdkt tmmoiua. After 
40 minute* 02 mo) of wromUrf t»«yl bro* 
n&t h added and the r cation Is awtfcmcd 
for S luseir. Hydrotyth h the* * Itrcted It the 
|$ usual nanacr. 

the diaflkd trafkjlaed ijfcrfle &pn./m 
mm H* «* 199° CJ b obtained to * yield 
o(«l 

Tfce tflrybted nfcnle (0.1 tnol) a darn hy- 



dtotptd (or 12 ham under reft ox by nwaai 29 
of a mixture ef etjuil part* of acmk arid. od» 
phurk arid tad water. The reaction mii- 
tare b then <tn»n<»d ^ water **** 
with ether. The rotarfe phase a r e mo ve d by 
4% todx «&&& After trld-fktiko, an ofiy 25 
rtsMnc of the dtrired product b obtained 
which it femtullited in heptane: cn.pt ® 

115° C, ykld <* 55%. 
bj Accotdma to the tense schematic process 
« In n*imj3c 1, the rewtwnr *cil (0.51 r»l) 30 
I* tented wftb ihlooYl chloride {OS men 
under rtfiinr. After 1 hear the ttem tbwuyl 
ebbtide H remwtd, end the reddue In « ben* 
ret* wtetton is treated dlimfy with dimethyl* 
atoms. After addition of water* dir or^iric $5 
pfc*« h deoMted* diyed and <*ncmtm«l In 
thb way the dobed product is obtained haw 
in* a met w» 70° C and la « yield of 73%. 
An!j& ** C**H» QNO 
K% nknJitcd 5*52* found 545. 40 

Cem p o cnd t thmm in Table II arc prepared 
«ccoid% to the proem described In example 



Epa. *C/ 

p mm 11$ tnptX 



ooiwt 
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Example ILL 

N, N - dimethyl - 2 - phenyl - 4 pattynasdde. 

Thi5 aanpound is okaiaed acco rding to the 
schematic process 



R' R' 

Ar^-CHr-TO*^ -f HaK-R-*Ar CH CO~N< 

R" £ R" 



as follows: 

An ether solution of N, N - dimethyl- 
pbenylacctamidc (JO. 15 md) is added to a sus- 
pension of sodamide (0.16 mol) in liquid am- 
10 monk. After one quarter of as hour a vola- 
tile solution of proporgyl bromide (0.16 mol) 
is added **** th e reaction continued for a 
further 1 hour. After evaporation of the am- 
monia and hydrolysis, extraction is effected 
15 wkh ether. By disnMoo (E/0.2« B5* C) 
ISJg of the desired product is obtained. 

Analysis CuHuN O 

N% calculated 6.96, found 6.96. 

According to the same process, N, N-dimethyi- 
20 2 - phenyl - 4 pentaniraide was prepared: 
Ed/0.05 » 117-136° C 

Analysis: 0 

H% calculated 6J8 # found 6.96. 



Example IV. 

N, N - dimethyl - 5 - dimethylamino -2-25 
phenyl pentanamide. 

According to the some schematic process 
as In Example M* N, N - dimethyl - 5 - dl- 
mctfcykrajso - 2 - phenyl pcnfamtmrie was 
prepared as follows; 0.5 mol of sodamide was 30 
added to a benzene solution of 0.5 mol N, N- 
dimethyl phenyl acetamide After 2 hours 
under reflux, the mixture is cooled to 49° C 
and a benzene solution of 0J mol of dimethyl- 
amino-chlnropitrpaac is added. The solution is 35 
fcept under reflux for a further four hours. 
Hydrolysis is effected and by treatment of he 
organic phase a residue of dm deshed pro- 
duct Is attained which is distilled (S.pt/025 
mm % «* 150° Q (yield «* 40%). 40 

Analysis * O 

N^^aikmd U28, found 11.15. 

Certain compounds which were prepared 
aomdu^tojhe proas&s described in Example 






Tabu UI 



I Empirical I Molecular 

" I lW/m.l.. S t 



& row rtJCffiBb 

C*H n Iso H{CH^ CiiHt.N 0 

C*H, to K{CHjg} t C^H^N O 

C*H, *OL ^ — Sp C„H O 

kCjH, KtCHj)* CjjH tt N O 

C*H, to KiCH^i O 

CH*CH r H(CM^ C U H«K O, 



HMMna Y. 

* dtmttbyl . 3 -tydroxy - 3 * metbyl* 

2 - phenyl • peimsUeL 

5 This cotnpOTod *tis prepared by \ix actlcn 
of a mmsd MipitwMpniw cor apoccd cn a 
compound of formal* 

R' 

At-JCXr-JX )-^ c 

R” 

as {effort ; 

10 Ao ciba anhtba of 03 mo) ef isopropyl 
matncskni bromide it added to a brown* 
♦ototfoca of 03 mol of K, K dimcthyt-pbeajt, 
aaramitfe. After ftea&jg for | toar ccdrr it* 



r n% 


Theory 


Found 


6.00 


6.05 




6.94 


5.36 


5.43 


6-82 


6.89 


6.39 


6.24 


5.95 


6.18 



XX 

121—4/5 



124/2 



flat OS mol of 2 - buuaoac k asttoduecL 
The wlcttea ft forpi andrr reflux for 2f hours. IS 
After bydroftnf* in 4 hydrocfckrk add medium 
aod toraokat *bh *0 oOy ruadbe 

is cfcteftjsd which a orysaliiied from fecunr 
to givrihc ahoPt? eoenpeuad: sum « 

{yfcid » 6C-/A 50 

Analysis cJl»N O, 

My # cainthted 5-93, feuad 6.19. 

Exammjj VI, 

\ - DiowiJbyUartmo .J. methyl 2 - (ilphs* 

tttphOtyl) • pmtt&t, 25 

Tlwt tmp&t&i It prepared by ibe «fcc» 

amte process 



H* 

to-at-C O N< -► Ar— CU — CHr-N< 

i *" k 



Q&UVt 




1>I7M00 



<U mol of N, N-dSmab# - 3 - methyl- 
-(alpha-naphthyl) pguanamide pr ep ar ed ae- 



cortilcg to example 1 , Is added to a suspen- 
sion of 0.1 tool or UA1H* in 300 ml anhydrous 
5 ether. 

After 4 hours under rdhix, hydrolysis Is 
effected. After filcration, die volatile sohraon 
is extracted with 4N— HQ and the above 
organic compound which b salted cut b db- 
10 rilbt 

B.pt/03 mm Hg. *» 133—135° C (yield 
- 75 %> 



Analysis C, # H^N 

Calculated % 
Found % 



C H N 
84.65 9.87 5.48 
84.45 9.81 537 



ondary butyl bromide. After 2 hems, hydro- 
lyab and extraction with ether is effected. By 
concrntraion of the volatile sokroon, a crude 
product is obtained which, after chromato- 
graphic analysis, h data . ly treated with 
A1 Li H* (0,69 mol) in anhydrous ether. Alter 
4 hours re flux ftd d fr fo fl of water a nd 
soda, the desired amine is obtained which is 
distilled: 

B.pt/13 asa %» 115° C (75%). 

Analysis CJ0T,*0K 0 



Its hydrochloride melts at 224° C 

Amlysb a 

C H N a 

CaleoMed % 74.07 8.98 4.80 1X15 

Found % 7437 9.06 4.84 1X13 

Example WL 

1 - Dlrnethyiamino - 3 - methyl - 2((S- 
chloro - 2 - mtthoxy) phenyl} pentane. 

According to the same process as that of 
Example VI, 1 - dimethylamino - 3 - methyl- 

2 - |{5 - chloro - 2 - racthoxy) phenyl] pa a* 
tune was pr e par ed as follows; 

« •» 5 ft.r'fc-'r i* j * y* *» 



Calculated 

Found 



C H N 
60.77 837 5.19 
66.74 838 539 



Ate dissolving In ethanol and treatment 
with gaseous hydroddonc add, the hydro- 
chloride Is obtained which Is dried and is then 
raxystalEsed in acetone. 50 

rn.pt «# 17B° C 



Analysis C*H*|CWN O 

Calculated % 
Found % 



C H N 
5832 83 437 
5837 84)5 439 



A solution of NJNT.4imcthyl (2-metboxy-5~ in Table IV, 



Certain ampomdt of the general formula 
n) and which were pr e pare d bythe proem 
described in Examples VI and VH are shown 



8 



1,178/4 CO 



8 




NR*R* 



N(CHJ* 

N(CHj ) 4 

NCCHjJj 

N(CHj). 

N(CH^j 

N(CH^ 

NfCHjJj 

K(CH^ 

N(CH*), 

NCCHJ, 

NCCHj}, 

N(CH^ 

NCCHjJj 

N(CH])j 

N{CHj)j 

NCCH,), 

o 




Empirical Formula 



CuHttN 

CuH-^a 

c 19 h^nq 

C|*Hj*N 

Ct^H^a 

Cj^Ha^N 

C^NQ 

C^N 

CiaHajNO 

CuH^ 

CjaHuNO 

C,aHatN 

<^H,|Na 

Q«Ha«Ha 

QaH^NjCL 

CtAaNO 

Ct^HwNOQ 

C„H*N 

QaH^NO 



HQ Ca 4 H 14 NOa 



Mokate 

weight 



189.29 

225.76 
219.36 
255.82 
177.2B 
213,75 

219.36 
255.82 

191.30 

227.77 
187.27 
223.74 

191.30 
227.77 

234.37 

307.30 

247.37 



205.33 

241.80 










9 



M7M00 



9 



| Ekmcataty analysis 


B.W/ 




** 


| Theory 


Found 


C 


E 


H 


a 


c 


H 


N 


a 




82.48 


10.12 


7.40 




82.37 


10.08 


7.52 




I04X/9 




1.5055 ' 


69.16 


8.93 


6,20 


15.71 


68.99 


9.07 


6.07 


15.67 




122— 3 *C 




82.0 


a.® 


6.39 




82.08 


11.36 


6.62 




m-2X/3 




1.4912 


70.42 


10.24 


5.48 


13.86 


70.39 


10.19 


5.62 


13.73 




164 — 5®C 




81.30 


10.80 


7.90 




81.17 


10.74 


8.10 




94-5«Q10 




1.4969 


67.43 


9.43 


6.55 


16.59 


67.29 


9.36 


6.32 


16.70 




173 °C 




82.13 


11.49 


6.39 




81,97 


11.43 


6.34 




m*c/io 




1.4902 


70.42 


10.24 


5*48 


13.86 


70.30 


1041 


5.45 


14.47 




184X(dfec) 




81.60 


11.06 


7,32 




81.55 


11.06 


7.20 




100— 2*C/10 




1.4973 


68.55 


9.74 


6.15 


15.56 


68.65 


9.93 


6.15 


16.36 




218 — 3)°C 




83.37 


9.15 


7.48 




83.37 


9.25 


7.39 




86-~7*(y2 




1.5182 


69.78 


8.11 


6.26 


15.85 


69.75 


8.30 


6.30 


15.70 




i62*e 




81.61 


11.07 


7.32 




81.93 


10.99 






104— 6X/10 




1.4937 


68.55 


9,74 

j 


6.15 


15.56 


68.48 


9,94 


6.19 


15.38 




139 °C 




77.68 


10.19 


5.66 




77.88 


9.99 


5.73 




128-9/2 




1.5156 


67.70 


9.23 


4.93 


12.49 


67.53 


9.20 


5.03 


12.38 




178 — 60 (dtc.) 




81.88 


11.29 




















69.54 


10.01 


5.79 


14,66 
















75.97 


10.47 


6.33 




75.63 


10.18 


m 


■ 


101‘C/O.l 




1.5123 


65.22 


9.38 


5.43 


13.75 


65.12 


9.20 


R 


1 




160X 





10 
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Table IV 



Ar 


R 


NR'R* 


Salt 


Empirical Formula 


Molecular 

weight 


p.ac*H 4 


CA sec 


N(CH,)., 




CuH^NQ 


234.78 


p.acjHt, 


CjH, sec 


K(CHj) a 


HQ 


CjJHjjNa. 


276.25 


C«H, 


CH.CH.OCaH* 


HfCH^ 




Gi«HaNO 


221.33 


QH, 


CHXH c OC,H* 


N(CH^ 


ho 


Cj,H sl aNO 


257.80 


C 4 Hi$ 


CA sec 


N(CHJ. 




CuHaNS 


211.36 


C 4 H*S 


C 4 H> sec 


N(CH,), 


HO 


C 1! H..CIN , S 


247.83 


p.KHaCJH, 


CA see 


N(CHa), ! 




C„H„N, 


220.35 




sec 


ncch^ 


mo 


CiAAK, 


293.28 


p(OCH 3 JC t H 4 


CjH t sec 


NCCH,)* 




GijHrjNO 


235.36 


p(OCH a }C t H J 


CA see 


N(CH^ 


no 


C,*H*/3NO 


271.83 


p.OHCJK* 


C^H, sec 


K(CHj)- 


no 


C,«H„aNO 


257,80 



Example VHL 

I - Amino - 3 - methyl - 2 phenyl pentane. This compound was prepared according to 
the schematic process 



5 Ar — CH C^K^Ar^CH^-^CIIg — NH^ as follows : 



Table 



Ar 


R 


NR'R' 


Salt 


Empirical 

Formula 


Molecular 

Weight 


X'—CjgHj 


sec CA 


nh 4 




C M H S1 N 


227.34 


i — C*H, 


sec CA 


NH a 


na 


CxA.NO 


291.85 


C,Hu 


sec CA 


NHj 




C„H„N 


183.32 



Example DC. 

1 * Dimetbylammo - 3 - methyl - 2 - phenyl- 
pentane. 

10 This compound was prepared according tcihe schematic process: 

Ar— CH — CKr— XHi (prepared according to Example 3}-* 

R A^-CH— CH, — K< 

k 



ns follows: 

























70.12 0.25 

60.87 8.59 

75.97 
65.22 
68.19 
58.15 I 8.95 




66.27 

65,22 1 9.38 I 5.43 



02 mol of 1- cys 



70.01 9.28 5.75 

60.80 8.56 

75.85 10.25 6.38 

13.75 65.36 9.52 5.58 13.89 

68.10 9.75 6.54 

14.30 58.33 8.84 5.58 14.21 

76.39 10.81 12.88 

24.17 57,41 9.05 9.33 23.97 

13.04 66.49 9.67 5.18 12.95 

65.33 9 .45 5.40 



no - 2 - methyl - 1 - phenyl 



95~4°C/0.1 

!07®C/3 



210— 5 *C (dec.) 



200 8 C (dec.) 
US-120/0. 1 [240-5° (dec) 



136-1/$ 



187 *C 
160— 5 *C 




02 mol of l « «4»o - 2 - methyl - l - pnenyi 

but3uc dissolved in 40 ml ohhydfcro us ether it Bft/20 nro Hg. = 134° C. 
added to a suspension of 02 mol of XiAOES* 

5 In 400 ml anhydrous ether. After 4 boon under Certain compounds of the general formula 



reflux hydrolysis is effected, the volatile sotu- (1) and which were 
don b concentrated, and a residue is obtained described in Exam] 
which is disdUcd to obtain the desired pro- Table V. 
duct 



by the process 
art shown in 




Elementary Analysis 



Theory I found 



84.46 9.47 6.14 



84.53 9.31 6.16 



B.pt/ 

pmm Hg °C 



140/0.2 



72.84 8.41 5.31 13.44 72.8 



8.41 5.39 13.26 



136/20 



A mixture of 0.1 mol of 1 - ammo - 3* ether. The above di-subsrirmed amine b ob> 
methyl - 2 - phenyl pentane is placed under mined by distillation, 
reflux for 12 hours with 0J mol of formic B.pt/4 mm Hg, =3 97—98° C (yield *» 
add (98%) and 022 mol oi 30% fonnilde- 60%). 

hyde solution, Then 10 ml of concentrated Certain compounds of the general formula 




hyde solution, Then 10 ml of concentrated Certain compounds of the general formula 
HQ is added before evaporating to dryness. (1) and which are prepared by the process des* 
The residue is taken up with water, the sohi- cubed in Example IX are shown in Table 



tkra rendered alkaline and extracted with VL 












































12 



1,178*400 



12 

Tabus 



Ar 


R 


NR'R* 


Salt 


Empirical 

Formula 


Molecular 

Weight 


<*H« 


secCiHg 


N(CH*)* 






211.38 


C*H« 


sec QH* 


X(CHJ Z 


HO 


C m H b <3N 





5 



10 

15 

20 



25 



30 



Example X. 

1 - Dancthytote -3 - methyl - 2(2-quiaaiyl) 



pentane. 

This compound was prepared according to 
the method of applying the Manakb reaction 
to the Ai>-C8~ R, derivatives in the follow* 

Irg mann er; 

a) 2 - methyl - 4 * (2 - quiaolyl) butane, was 
first prepared by adding 0-5 mo! qumaldme 
to a suspension o! 0 J mol sodamide in liquid 
ammonia, ami after 2 hours OJ mol of stem* 
daiy butyl bromide is introduced After evap- 
oration of the ammonia, extraction is effected 
with ether and disuHatioc earned out to give 
the desired pnxiucL 

B-pc-/9 mm He. « 149° C (yield « 00%), 

b) 1 - DlmeihySimoo - 3 - methyl - 2(2- 
qtiinolyJ) pentane was prepared from this com- 
pound by the following process; 

A mixture of 0.165 mol of the butane deri- 
vative, OJ mo! of dimeihykmine hydro- 
chloride, 15g trioxymethyknc and 100 m! 
amyl alcohol b kept under reflux with stirring 
for 10 minutes, 100 ml of water is then added. 



the aqueous solution Is rendered alkaline with 
concentrated sods, extracted with 
concentrated. The residue Is d&tOkd to give 
the desired product; 

apt/8 mm% = 175— 176° C (yield « 
70%). 

Analysis: Cit^K, 

C H N 
Calculated % 79.64 9-44 1053 



Found 



% 



79-54 9.27 1L27 



35 According to the same process 1 dimethyl- 
amino - 3 - methyl -2 - (2- quinoxalyl) pen- 
tane was pr e pared 

B.pt/0.05 «n%« 137—138® C 
Analysis = Cjj£»N 3 

40 C H N 

Calculated % 74.66 9.01 16-33 

Found % 74-44 9.07 1637 

Example XI. 

1 - Dimethylxmiso - 2 - (2 - pyridyl) - 3- 
45 methyl pentane. 

This compound was pr epa r e d according to 
the schematic process* 



R' 

ArwCHr--CH,-5i< + Hal— B, 

R" 

at follows: 

An ether solution of dimetbykmino -2-50 
ethyl pyridine (0.5 mol) was added to a sus- 
pension of sod a nu de in liquid ammonia (0J 
mol). After 2 hours under reflux 0-5 mol 
of secondary bury! bromide is added and the 
solution is reacted for 2 hours- 55 

After evaporation of the ammonia, the solu- 
tion is takers up in 400 ml water and 400 ml 
ether- The volatile phase, decanted and then 
concentrated, gives the above com po u nd in 
the form of an oily residue which Is dls&kd 60 
B.pL/0.3 mm Bg. *= 85° C yield « 81%. 

Analysis: QiHaaN, 

C H N 

Calculated % 75-67 10-75 13 J8 

Found % 75.87 10.91 13-80 65 

The resultant base is treated in solution in 
ethyl acetate with the equivalent of maleic 
add. The aetd maleate is obtained by recry* 
stalflsatfan from a mixture of isopropyl alco- 
hol and Isopropyl ether (1/4). rn.pt ® 100 — 70 
102° C 

Analysis: C«H 34 K,0, 

C H N 
Calculated % 6334 8-13 8.69 

Found % 6332 738 8.74 75 

1, - Danethykrnino* (2 - pyridaztny!) 3- 
roetbyl pentane was also prepared in the same 
manner 

Analysis: C^HstKg 

C H N 80 

Calculated % 6932 10.21 2037 

Found % 6930 10-00 20.45 

and Its moaomatcace: 

Analysis: C,Jfi^N,0 4 

C H N 85 

Calculated % 59-42 7-79 13.00 

Found % 5939 7.75 12.88 

The above-mentioned compounds ac cord- 
















VI 



13 



M7MG0 



13 



9 
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Bementtry Analysis 








Theory 


Found 








c 


H 


N 


a 


C 


H 


N 


a 


pmm Hg*C 


xn.pt. 


n» 


79.54 


13*33 


6.53 




79.66 


13.85 


6.74 




97-6 # /4 




■ 


67.B4 


12.20 


5.65 


14.51 


67.81 


11.98 


5.57 


14.39 
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mg to the ptttcst invention were studied cn 
animals Is the laboratory and It was possible 
to demonstrate csrdto-vwcukr, diuretic and 
S spasmolytic activities of as Interesting nature, 

A) Cardto-ocxcular activity 

when admimstrred by tas-venous injec- 
ties to dogs, cax% rabbits or rats, some of the 
described substances, In pa rt icu l ar the hydro- 
10 chloride of I - dimrthylamirio - 3 - methyl- 
2 - £<* - naphthyl) pemane and the hydro- 
chloride of 1 - aJmethylamiso - 3 - methyl- 
2 - cydobexyl - pentane ca use hypotension. 

However, other submnees sadi as the 
15 hydrochloride d 1 • dimethylamino - 3 ~ 
methyl - 2{{5 - chloro 2 - metiioxy}ph<^ 
pentane and the monomate ate of 1 - dimechyl- 
amino 2 - (2 * pyridyl) - 3 - methyl - pentane 
c a u se being hypotension. 

2D Substances haring a byjjatensive effect 
cause peripheral vast® constriction shown by 
the amount of the supply of an Intra-arterial 
transfusion effected under constant pressure 
on rabbits, the products bring administered 
25 directly In the transfusion. 

8) Diuretic ac t ivit y 

Some of die described substances have 
Interesting diuretic properties observed on ran 
and dogs and have a bearing on the elimica- 
30 turn of water and urns. This concerns more 
particularly 1 - dimtthylamino - 3 -methyl- 
2 - (5 - chkaro - 2 metfKay) - phenyl pen- 
tane hydrochloride and 1 - dtmethyiamrno- 
(2 - pyridyl) - 2 - methyl pentane mooemai- 
35 cate. 

C) Spasmolytic action 

Some deri v a t i v es have a spa smolytic action 
demonstrated on die isolated duodenum of 
dm rat and on the uterus In situ, In particular 
40 1 « dimethylxmina - 2 - phenyl heptane hydro- 
chloride. 

Some of these derivatives have been studied 
particularly, for example: 

I) 1 - dimethylamlco - 3 - methyl * 2* 
45 (5 * chloro - 2 mrthorr) - pbenyi pentane 
hydrochloride; Its diuretic activity « shown 
on rata In a dose of 5mgAg administered 
orally and on dogs In a dose of 25xng/kg 
administer ed intttufuodcnally. The product is 



hypotensive from 2mg/kg administered intn- 50 
veaonsly on doa and rabbits. It is slightly 
vaaodHatatoxy. Moreover, it has a vagolytic 
activity : it suppresses the tensteal effects of 
acetyl choline and vagal excitation and on the 
isolated argon it has atropink properties, 55 

Its ID SO is 115mg/kg orally and 25mg/ 
kg intravenously on xn£e. 

2) 1 - dimetbyiammo - 3 - methyl - 2~ 

(1 - naphthyl) pentane hydrochloride; 

This produce is hypertensive from 0*5mg/ 50 
kg on dogs intravenously. It has a vasocon- 
strictor effect in a dose of 250 /kg injected 
in the artery whose supply It being studied. 

It has mixed sjmmolyoc, papavtrinfc and at- 
ropinie properties, die first bdng equivalent 55 
to 05 part of papaverine on the isolated duo- 
denum of the m timed with barium chloride 
and cm the uterus of the rat in situ: the 
second equivalent to 0.01 part of atropine; 

Its ID 50 is lSJmg/kg intravenously and 70 
lOQmg/kg orally on mice. 

That cardiovascular, diuretic and spas- 
molytic prope rties make the derivatives of the 
present invention useful medicines In the 
treatment of various ailments such as hyper- 75 
tension, circulatory disorders of the extremi- 
ties, oedamas ami spasmodic aliments. 

The present invention also concerns the 
various pharmaceutical competitions for ad- 
ministration orally, for rectal parenteral or 80 
local adm migration and comprise one m more 
of the derivatives of formula I and/or their 
Salts nrtA an qcQpjcnt , 

^These may be 

suits, to be taken orally or Injected , 

suppositories, creams, pemmades or lotions 
and are prepared amsrdmg to the art whfc suit- 
able exapiems for the selected form, such as SO 
takeem, starch, lactose, magnesium s tear ate, 
polyoxyethylene-glyools, retina, gelatine, 
a qu eo us or o 2 y vehicles, natural or synthetic 
excipients for suppositories, creams and pom- 
nudes, colouring agents, aromatic agents, 95 
wetting agents, mi various buffers 

The active therapeutic doses depend on the 
subject and gr av i t y of the case. In general, 
the unit dose taken orally by humans Is from 
0.001 tp 0-te* 100 
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WHAT WE CLAIM IS:— 

I. Compounds of the general formula: 



Ao—CH — CHa — N< 

i 

la which Ar represents a eytfohexyl radical, 

5 a phenyl or naphthyl radical or a thienyl, 
fo*yj» cpanolyl^b^ pydd^^^ 

nas^ca^ 

R represents a saturated or umaturaced, 

10 linear or bmchcd-chaln aliphatic radical hav- 
ing 1 to 5 carbon atoms, 

R' and R" each represent a hydrogen atom, 
as aliphatic radical having 1 to 3 carbon 
atoms or R' and R" together with the nhxo- 

15 gen atom form a heterocyclic radical 

Z The add addition salts of die compounds 
according to claim 1, 

3. A compound according to claim ! In 
which Ar r e pres ents a phenyl or naphthyl radi- 

20 cal substituted by ore or more ammo or niuo 
groups, halogen atoms, hydroxy groups or 
aheoxy radicals hiving 1 or 2 carbon atoms. 

4. A compound according to claim 1 in 
which R represent* an aliphatic radical sub- 

25 stiruted by an ethoxy, dtmethylimino or hy- 
droxy group. 

5. A compound according to claim 1 In 
which R / and R" together with die nitrogen 
atom fonts a piperidino, mcjpholino or pyr- 

30 rolMmo radical. 

6. A process for tte preparation of the com- 
pounds according to chum 1, characterised in 
that the corresponding amides of the general 
formula Ai^-CHfR) — CO—NR'R", in which 

35 Ar, R, R' and R" are as defined In formula 
fl> are reduced by the action el a doable hy- 
dride of lithium and alummmm or by catalytic 
hydrogenation and the desired compounds are 
collected by the usual means. 

40 7. A process for the preparation of the com- 

pounds according to claim 1, comprising re- 
ducing a nitrile cl the formula: 

A*-~CH— 0«N 



in which Ar and R have the significance men- 
tioned in claim 1, with a double lithium and 45 
aluminium hydride, or by catalytic hydro- 
genation so as to obtain the corresponding 
primary amine of the formula; 



Ar—<^ 



which is then alkylated with an alkyl halide 50 
of formula: 

Hal— R' or Hal— R" 

in which R' and R" have the significance 
mentioned in churn I, and Hal represents a 
halogen atom, or when R # and R' 7 are CH» 55 
by the action of a formilddrydc-fonnic add 
mixture, and the desired der iva t i v es are col- 
lected by usual means. 

8. A process far the preparation of the com- 
pounds according to claim 1, in which Ar is a 60 
heterocydic radical characterised In that a 
derivative of formula: 

Ar — CH* — R 

In which Ar Is a heterocyclic radical and R Is 
as defined in formula (1J is treated by the 55 
Mxwnich reaction employing the amine cor- 
responding u> the desired derivative 

9. A process for the preparation of the add 
addition salts of the derivatives according to 
claim 2, characterised in that a mineral or 70 
organic add is reacted with the relaxed deri- 
vative. 

10. Pharmaceutical competitions intended 
for administration by oral rectal, parenteral 

or local moms and containing one or more of 75 
the derivatives according to claim 1 and/or 
their salt* according to chum 2, together with 
suitable excipients. 

11. Pharmaceutical compositions intended 

for administration by oral, rectal, parenteral 80 
or local means and containing one or more of 
the derivatives according: to claim t and/or 
their salts according to claim 2 together with 
suitable excipients. In unit doses containing 
from <1001 to 0.100 g. of active compound. 85 
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